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Muliandi et al. present the biosynthesis pathway of the nonribosomal peptides JBIR-34 and -35 in Streptomyces sp.
Sp080513GE-23, showing that a-methyl-L-serine leads to their unusual 4-methyloxazoline moiety. Enzymes responsible
for generating and recognizing a-methyl-L-serine were also identified.Probing the Coagulation Pathway with
Aptamers
PAGE 935
Aptamers targeting enzymes within biological cascades, such as coagulation,
can be used to study the role of individual enzymes or pathways within the
cascade. Bompiani et al. reveal that targeting multiple enzymes with aptamers
results in clinically relevant drug synergy, which can be controlled with anti-
dotes.Phosphoantigen Prodrug that Activates T-Lymphocytes
PAGE 945
For therapies to target cytotoxic T cells, it is critical to resolve the mechanisms of nonpeptide antigen recognition. Hsiao et al.
report the synthesis and evaluation of a phosphoantigen prodrug that potently stimulates Vg9Vd2 T cells, defining key roles of
charge in phosphoantigen delivery and target interactions.Anti-inflammatory Actions of Acanthoic Acid-
Related Diterpenes
PAGE 955
Diterpenes exert anti-inflammatory effects broadly impacting the NF-kB
pathway, and Trave´s et al. now show selective activation of the p110g/
d PI3K isoforms in macrophages by a class of acanthoic-acid related mole-
cules.Degradation of Glucocerebrosidase Variants Linked to Gaucher’s Disease
PAGE 967
Gaucher’s disease (GD) is caused by mutations that compromise b-glucocerebrosidase (GCase) folding in the endoplasmic
reticulum (ER). In this study, Tan et al. identify ERdj3, an endogenous GCase interactor. Depleting ERdj3 reduced the rate of
mutant GCase degradation in patient-derived fibroblasts.Chemistry & Biology 21, August 14, 2014 ª2014 Elsevier Ltd All rights reserved v
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PAGE 977
Endogenous immune cells use copper in pathogen defense. Festa et al. capitalize on this and local production of ROS to
assemble an antimicrobial complex in situ from a prodrug. Combining native properties of immune cells with Cu ionophores
offers a new avenue for treating bacterial and fungal infections.Parasitic Plant Suicide Germination
Compounds
PAGE 988
Strigolactones (SLs) are a plant hormone that acts as a germination stimulant by
obligate parasitic plants. Toh et al. develop a high-throughput screen for SL ag-
onists and identify new compounds that germinate parasitic plant seed. These
compounds may have utility in combating parasitic plant infestations.Regulation of Nonribosomal Peptide Synthesis
PAGE 999
Gliotoxin biosynthesis in Aspergillus fumigatus is encoded by the gli gene cluster, which is activated by gliotoxin. Dolan et al.
show that the negative regulation of gliotoxin biosynthesis is mediated by a gliotoxin bis-thiomethyltransferase, which de-
pletes gliotoxin production and attenuates cluster expression.vi Chemistry & Biology 21, August 14, 2014 ª201LDAI-based Chemical Labeling of Intact
Membrane Proteins
PAGE 1013
Miki et al. report that ligand-directed acyl imidazole (LDAI) chemistry is broadly
applicable to selective chemical labeling ofmembrane proteins. The labeling al-
lows determination of the half-life and the degradation pathway without a labo-
rious isotope labeling or protein/peptide tag-based technologies.eSNaPD: A Resource for Surveying and Mining Metagenomes
PAGE 1023
In this report, Reddy et al. describe a web-based bioinformatics and data aggregation platform designed to streamline anal-
ysis of very large sequence tag datasets to systematically profile global environmental biosynthetic diversity. It will aid in dis-
covery of gene clusters from (meta)genomic sequence data.4 Elsevier Ltd All rights reserved
